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distribution at mid-tidal breathing from
computed tomography: a retrospective
study of normal variability and reproducibility
John Fleming1,2,4,6*, Joy Conway1,3, Caroline Majoral4, Michael Bennett1, Georges Caillibotte4, Spyridon Montesantos4
and Ira Katz4,5Abstract
Background: Determination of regional lung air volume has several clinical applications. This study investigates the
use of mid-tidal breathing CT scans to provide regional lung volume data.
Methods: Low resolution CT scans of the thorax were obtained during tidal breathing in 11 healthy control male
subjects, each on two separate occasions. A 3D map of air volume was derived, and total lung volume calculated.
The regional distribution of air volume from centre to periphery of the lung was analysed using a radial transform
and also using one dimensional profiles in three orthogonal directions.
Results: The total air volumes for the right and left lungs were 1035 +/− 280 ml and 864 +/− 315 ml, respectively
(mean and SD). The corresponding fractional air volume concentrations (FAVC) were 0.680 +/− 0.044 and
0.658 +/− 0.062. All differences between the right and left lung were highly significant (p < 0.0001). The coefficients
of variation of repeated measurement of right and left lung air volumes and FAVC were 6.5% and 6.9% and 2.5%
and 3.6%, respectively. FAVC correlated significantly with lung space volume (r = 0.78) (p < 0.005). FAVC increased
from the centre towards the periphery of the lung. Central to peripheral ratios were significantly higher for the
right (0.100 +/− 0.007 SD) than the left (0.089 +/− 0.013 SD) (p < 0.0001).
Conclusion: A technique for measuring the distribution of air volume in the lung at mid-tidal breathing is described.
Mean values and reproducibility are described for healthy male control subjects. Fractional air volume concentration is
shown to increase with lung size.
Keywords: Regional lung volume measurement, Computed tomography, ReproducibilityBackground
X-ray computed tomography (CT) is excellently suited
to visualisation and accurate measurement of air volume
in the airway tree [1]. CT scanning provides maps of the
linear attenuation coefficient of x-rays at an average
energy of 70 kV. At this energy the attenuation coefficients
of low atomic number tissues such as soft tissue are closely* Correspondence: john.fleming@uhs.nhs.uk
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unless otherwise stated.proportional to density. Thus CT images of the lung reflect
density and therefore have the advantage of providing
accurate values of the air volume in the lung. They give
images of the regional distribution of air volume in
addition to enabling values of total lung volume to be
assessed. With multi-detector high resolution CT, the
whole lung field can be imaged in less than 10 s enabling
images to be obtained while subjects hold their breath at a
particular level of respiration. Images at total lung capacity
are most common, but images at other levels of respir-
ation can be acquired [2]. Image analysis of the CT
data allows segmentation of approximately the first six
generations of the airway tree, enabling accurate definitionl Ltd. This is an Open Access article distributed under the terms of the Creative
ommons.org/licenses/by/4.0), which permits unrestricted use, distribution, and
iginal work is properly credited. The Creative Commons Public Domain
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formation can be applied to derive functional parameters
using computational fluid dynamics [4]. While the periph-
eral and alveolated airways are too small to be visualised
individually, the pattern of their appearance in the images
can be used to characterise typical patterns occurring in
different diseases. A simple example is the assessment of
the density of the peripheral area to give an emphysema
score [5]. More complex pattern recognition algorithms
can be used to identify the appearance of different diseases
[6]. In particular, a method involving parametric response
maps derived from CT data acquired at full inspiration
and full expiration has been described, which is useful in
distinguishing between emphysema and functional small
airways disease [7].
CT-derived parameters have also been used to follow
developmental and compensatory lung growth [8] and to
assess structural changes in idiopathic pulmonary fibrosis
[9] and emphysema [10].
Another area where measurements of regional lung
volume are used is in normalisation of measurements of
the regional distribution of aerosol deposition using radio-
nuclide imaging. The relative deposition in conducting
and peripheral airways is often assessed by a central to
peripheral ratio. The values obtained depend quite signifi-
cantly on the size of the areas chosen. This dependency
can be considerably reduced by normalising the central to
peripheral ratios to lung volume [11,12]. Lung volume is
often estimated using transmission scanning or ventilation
imaging. Both methods have disadvantages – delineation
of the lungs on transmission is imprecise and ventilation
does not reflect lung volume in poorly ventilated areas.
The ability to use CT for this purpose overcomes these
limitations. The disadvantages of CT are its relatively high
radiation dose and its accessibility. Dose may be reduced
using low dose protocols [13] and the use of CT in
conjunction with both gamma camera tomography
(Single Photon Emission Computed Tomography, SPECT)
and positron emission tomography (PET) is becoming
increasingly commonplace.
Measurements of lung anatomy from CT have a
further application in the field of inhaled aerosol de-
position. They provide anatomical information which
allows improved computer modelling of the deposition
pattern. In this respect images of lung volume obtained
at mid-tidal breathing such as those obtained in some
SPECT-CT protocols are particularly useful in that
they provide information on lung anatomy at the same
stage of breathing as is frequently used in experiments
on aerosol inhalation.
An important disadvantage of CT, and indeed a fun-
damental problem of most three-dimensional imaging
studies, is that the images are acquired in the horizon-
tal position. It is known that lung anatomy varies verysignificantly between supine and erect positions; the
FRC of the lung is greater by around 40% with the
subject erect compared to supine [13]. Therefore all
information regarding lung anatomy including lung
volume values have to be compared in the light of this
large effect.
In addition, it has been shown that even when volume
measurements in the supine position are compared, there
are significant differences between values from CT and
other methods, with CT values being generally lower than
other techniques [14-16]. While CT scanning is now men-
tioned in standard texts on lung volume assessment [1],
there is a shortage of reference values for expected lung
volume values in control subjects. Reproducibility data is
available for CT lung volumes obtained at total lung cap-
acity and residual volume [17]. Also, some work has been
done on reproducibility of lung volume values from CT in
preclinical studies [13].
In this study measurements of lung volume have been
made using low resolution (and therefore low dose) CT
during tidal breathing in 11 healthy subjects in the supine
position. This has enabled mean values of total lung vol-
ume and patterns of regional distribution to be obtained
at a mid-tidal breathing position, together with measures
of inter-subject variability. Each subject was imaged on
two separate occasions enabling the intra-subject reprodu-
cibility of the measurements to be assessed. The results
presented in this paper are derived from data acquired in
a previously described experiment [18]. The prime pur-
pose of that work was to provide data for validation of
computer models of aerosol deposition by comparison
with experimental measurements using medical imaging.
The information on lung volume described herein is a
by-product derived from that image dataset.
Methods
Subjects
The subjects described in this paper were recruited for a
project to validate computer predictions of aerosol depos-
ition by comparison with experimental measurements
using medical imaging [18]. Eleven healthy, never-smoker,
male subjects, between 20 and 45 years old were studied.
Subjects had no evidence of respiratory disease and lung
function tests within the normal range. This included
being free from the common cold and rhinitis for at
least four weeks before entry into the study. The study
was approved by the Local Research Ethics Committee
of Southampton University Hospital NHS Trust and
the Administration of Radioactive Substances Advisory
Committee, and patients gave written consent to partici-
pate in it. The nature of the study was explained to the
subjects and each one signed a consent form. Measure-
ments were made of height, weight, FEV1 and FRC. These
are shown in Table 1.
Table 1 Subject characteristics: height, weight, FEV11 and
FRC
Subject Height (cm) Weight (kg) FEV1 (l) FRC ml
P00 185 91 4.82 3080
P01 180 83 5.24 3170
P02 174 56 4.27 3370
P03 171 75 4.68 3343
P04 173 80 3.88 2800
H01 174 82 4.85 2360
H02 187 88 5.57 4800
H03 177 78 4.27 3170
H04 186 87 5.48 4170
H05 173 80 3.76 3480
H06 179 N/A 4.98 2910
Figure 1 Example of the final segmentation of the right lung in
the region of the right hilum. The outline remains close to the
lung edge around the lung periphery and includes the vessels
present in the area of the hilum.
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The CT scans were acquired as part of a combined
SPECT-CT protocol on a GE Infinia dual head gamma
camera with the Hawkeye 4 CT attachment (GE Medical
Systems, Milwaukee, Wisconsin, USA). The participants
were placed supine on the couch with the whole lung
field included in the field of view. The CT scan consisted
of 90 slices with an interslice separation of 4.42 mm. It
used a voltage of 120 kVp and a current of 1.0 mA. The
image took approximately 4 mins to acquire and there-
fore provided a CT image of the thorax at mean tidal
breathing. The effective dose received by the subjects
from the CT procedure was 0.8 mSv. The CT images
have a resolution of the order of 1 mm in the transaxial
plane, but this is limited in the axial (superior-inferior)
direction by the inter-slice separation of 4.42 mm. The
resolution in all dimensions is blurred, as the image is
obtained as an average over the tidal breathing cycle.
Segmentation of the lung space
The CT images were transferred to a workstation running
the Portable Imaging Computer software (PICS) process-
ing system [19]. The analysis was carried out using a fully
three dimensional approach and therefore the first step
was to convert the data to 4.42 mm cubic voxels. It was
next necessary to delineate the outer boundary of the lung
envelope. This is straightforward in principle in that lung
voxels are generally easily separated from those containing
tissue by virtue of their different density and therefore
different Hounsfield number. However in practice the
algorithms to delineate the lung envelope are not
straightforward [20,21]. In this study a semi-automatic
approach has been applied; the method has been de-
scribed in detail previously [22] and a brief outline is
presented here.
The positions of a seed point in the trachea and the
hila of the right and left lungs were defined manuallyfrom an interactive visual display of the images. The hilum
was taken as the point of the first bifurcation of the main
bronchus, which was readily visible from a coronal view
for the right lung or a transaxial view for the left. The
software then proceeded automatically to define regions
for each lung and the trachea/main bronchi using a
threshold-based technique [22]. A typical segmentation
of the right lung from the CT image in a transverse slice
is illustrated in Figure 1.
Formation of the lung volume image
X-ray CT images consist of a map of attenuation coef-
ficients for photons produced by the x-ray tube. For
the energy used in CT, the attenuation coefficient for
the soft tissue voxels in the lung can be assumed to be
proportional to density. Therefore the density of the voxel,
ρv, can be calculated using the following equation:
ρv ¼
Ivox − Iair
Itissue − Iair
ð1Þ
where Iair, Itissue and Ivox are the image intensity values
for air, tissue and the voxel under consideration respect-
ively. The fractional air volume concentration of each voxel,
(FAVC) can then be calculated as:
FAVC ¼ 1− ρv
ρt
 
ð2Þ
where ρt is the average density of the tissue and blood
in the lung, which is taken as 1.05 [23]. The air volume
in the voxel is then FAVC.v where v is the voxel volume.
It is current practice to use density as the descriptive
parameter when describing CT scans. However it is
considered that this new parameter, FAVC, is more
appropriate to use when considering measurements of
air volume. The two parameters are simply related with
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Two dimensional sections through a typical 3D volume
image derived from CT are shown in Figure 2.
Calculation of lung volume
The lung volume is calculated by summing the air
volume in all the voxels in the lung envelope [14]. This
simple summation will result in a small underestimate of
volume due to the partial volume effect. This occurs due
to the finite resolution of the images which causes voxels
on the boundary to have increased density and hence
falsely low estimates of air volume. However this is
exactly compensated by voxels just outside the lung having
reduced density and therefore some apparent air content.
To correct for this effect, the lung envelope was dilated by
1 voxel (4.42 mm) and the summation of lung air volume
performed within this dilated volume. Both right and left
total lung volumes were calculated.
Determination of mean volume image
It is often valuable to describe the average appearance of
a particular organ of the body by forming mean images
across a range of subjects. Therefore a mean image of
lung volume was created for the male healthy control
subjects included in this study. As the lungs in different
subjects have different shapes and sizes, it was necessary
to register each image to a standard template. One of
the subjects with a close to average total lung volume
was chosen as the template, and each of the others were
registered to the template using a radial transform based
on the definition of the lung outline of the subject under
investigation and the standard template. This was pre-
ferred to more complicated schemes, such as active shape
models, for its simplicity. The transform also required
definition of a single common anatomical location in both
the subject and template. The hilum of the lung is in many
respects the natural choice for the centre of a spherical
transform, as both airways and blood vessels branch out
approximately radially from this point. However, the
hilum is either on, or close to, the edge of the lung andFigure 2 Example 2D transverse, coronal and sagittal sections from atherefore cannot be used, as nearly half the radial
paths from it have a very short or zero length within
the lung. Therefore a point in the centre of the lung O
(ox, oy, oz) is chosen, which is related to the hilum
position H (hx, hy, hz) such that:
ox ¼ hx þ pxð Þ =2; oy ¼ hy; oz ¼ hz ð3Þ
where x, y and z represent the left/right, anterior/poster-
ior and superior/inferior directions respectively. px is the x
position of the lateral edge point on the lung at the same y
and z co-ordinates as the hilum. The transform is illus-
trated in Figure 3. The purpose is to determine, for each
voxel in the template shape, the corresponding position in
the subject shape and then transfer the value of the CT
image in the subject voxel to the equivalent template
voxel. Each voxel Vt in the template shape is characterised
by its direction cosines and the fractional radial distance
(ft = OVt / OEt) from the central point (Ot) to the
equivalent extrapolated position on the edge (Et). The
line OEs in the subject shape is defined as that passing
through Os with the same direction cosines as OVt . For
each voxel along this line the fractional distance to the
edge (fs = OVs / OEs) is calculated. The voxel, Vs, with
the value of fs nearest to ft, is found. The CT image
value in this voxel is transferred to voxel, Vt, in the tem-
plate shape. This process is repeated for all the template
voxels. Prior to registration the images were expressed
in terms of the fractional air volume concentration per
unit space volume, FAVC, and these absolute values
were preserved in the elastic transform process.
The process was applied to the right and left lungs
separately for one of the images obtained from each sub-
ject and then a combined right and left image produced.
These 11 combined images were then averaged on a voxel
by voxel basis to produce the mean image of fractional air
volume concentrations. As the outer layers of voxels were
affected by the partial volume effect resulting in a system-
atic reduction of the values a correction was applied.
Using successive erosion of the volume outline by three3D volume image obtained from a CT scan.
Figure 3 Schematic diagram illustrating the radial transform method of elastic registration of the images. The subject’s image of
fractional air volume concentration (FAVC) is transformed to the template shape by finding for each voxel in the template shape Vt. the
corresponding voxel in the subject shape Vs. This is based on the direction cosines and the fractional radial distance of Vt relative to the centre of
the transform Ot. The voxel in the template shape, Vt, is then filled with the FAVC value at Vs.
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voxel layer was found. As expected the outer two layers
were reduced compared to the third layer. It was then
assumed that the average FAVC value in all three layers
was the same and therefore all voxels in each of the outer
two layers were multiplied by the appropriate factor to
equalize the average FAVC.
One dimensional profiles of the average fractional air
volume concentration were then derived in three orthog-
onal directions from the mean volume image.
Shell analysis of volume
The radial transform concept was also applied to determine
the variation of fractional air volume concentration from
the centre to the periphery of the airway tree. In this case
the transform was carried out using the hilum as the centre
of the transform with the lung being divided into ten con-
centric shells [24]. For each subject the total air volume per
shell, Vi and mean fractional air volume concentration per
shell FAVCi were calculated. The mean and standard de-
viation fractional air volume concentration per shell
across all subjects were calculated and the intra subject
reproducibility was assessed. This data was summarized
as a central to peripheral ratio defined by
c=p ¼
X5
i¼1
V i
X10
i¼6
V i
ð4Þ
Statistical analysis
All systematic differences between lung volume parameters
were assessed using the t-test. For comparing parametersbetween left and right lungs and in intra-subject repeat-
ability assessment, the paired t-test was used. Correlations
between parameters were performed using linear correl-
ation. Random differences in intra-subject variability were
assessed from the standard error of the estimate of linear
regression between the two sets of measurements,
expressed as a percentage of the mean. Comparisons
between measures of variability were performed using
the F-test. The statistical analyses were performed
using Microsoft Excel (Redmond, WA).
Results
Total lung volume parameters
The results of measurements of space volume, air volume,
and fractional air volume concentration are summarized
in Table 2. The mean values of all parameters were
significantly greater for the right lung than for the left
(p < 0.0001). The coefficient of variation of inter-subject
variability of air volume was significantly greater than for
the air volume concentration (p < 0.01). The coefficients
of inter-subject variability for all parameters were greater
for the left lung compared to the right, but in no case were
the numbers sufficient to give statistical significance.
The total air volume in both lungs from CT correlated
significantly with an erect measurement of FRC (r = 0.67,
p < 0.01, COV 15%). The mean total volume (1900 ml)
was significantly lower than for FRC (3332 ml). The su-
pine volume from CT was therefore 43% reduced from
the erect value obtained by helium dilution. The inter-
subject coefficient of variation for FRC (19.9%) was
lower than that for CT volume (31.6%) but this difference
just failed to achieve significance. Fractional air volume
concentration correlated significantly with space volume
(r = 0.78, p < 0.005) (Figure 4).
Table 2 Summary of results of measuring global values of lung volume and fractional air volume concentration
Mean (ml) Standard
deviation (ml)
Coefficient of
variation (%)
Coefficient of variation of
intra subject reproducibility (%)
Right lung space volume 1506 334 22.2 5.3
Left lung space volume 1208 375 31.0 5.8
Right lung air volume 1035 280 27.1 6.5
Left lung air volume 864 315 36.5 6.9
Fractional air volume concentration right 0.680 0.044 6.5 2.5
Fractional air volume concentration left 0.658 0.062 9.4 3.6
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of right and left lung space volumes and air volumes
were 5.3% and 5.8%, and 6.5% and 6.9%, respectively.
The correlation of repeat measurements of lung volume
for both lungs is shown in Figure 5a. The corresponding
Bland-Altman plot, showing the variation of the difference
between the measurements and their mean is shown in
Figure 5c. This suggests that the repeatability in terms of
absolute volume may increase with lung size but more
subjects would be required to confirm this. The coefficients
of variation of intra-subject repeatability for the mean
fractional air volume concentration were 2.5% and 3.6%,
respectively. The correlation of repeat measurements is
shown in Figure 5b and the corresponding Bland-Altman
plot in Figure 5d.Regional lung volume parameters
Transverse and coronal slices sampled through the mean
air volume concentration images are shown in Figure 6.
The full mean volume data is available on the depart-
mental website. The results of shell analysis of the air
volume data are shown in Figure 7. This illustrates the
variation of mean total air volume and mean fractional
air volume concentration for both the right and left0
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Figure 4 The variation of fraction air volume concentration
with lung space volume in control subjects for the right (♦) and
left (■) lungs.lungs. The fractional concentration of air in shell 1 assumes
an intermediate value for both lungs. Since the origin of the
radial transform is at the hilum, which is taken as the
centre of the airway where the main bronchus bifurcates,
some of the voxels of shell one will contain air, while others
will contain the airway wall surrounding the bronchus.
These balance out to give an air volume concentration of
around 0.5. The air volume concentration then decreases
with shell number due to the presence of major blood ves-
sels in shells 2 and 3. The fraction of air then increases with
shell number reaching a fairly constant mean value of about
0.68 in the outer 4 shells. The concentration is slightly
higher for the right lung (0.69) than for the left (0.67).
The mean value of the central to peripheral (c/p) ratio
of air volume for the left lung of (0.089 +/− 0.013 SD) was
significantly less than that of the right lung (0.100 +/−
0.007 SD) (p < 0.0001). The coefficient of variation of
intra-subject reproducibility for repeated measurements of
the c/p ratio was 8.5%.
The results of forming one dimensional profiles of the
mean volume data set are shown in Figure 8. Figure 8a
shows the variation of air volume concentration within
the lung envelope from lateral to medial position. This
demonstrates the decrease of air concentration medially
due to the presence of the large blood vessels in the
medial region. Figure 8b shows the variation of air volume
concentration within the lung envelope from anterior to
posterior position. This demonstrates the decrease of air
concentration posteriorly, presumably due to the effect of
gravity in the supine position. Figure 8c shows the vari-
ation of air volume concentration within the lung enve-
lope from superior to inferior position. There is a general
decrease from superior to inferior. This may be due to
compression of the lower parts of the lung in the supine
position due to pressure from the abdomen contents. The
more rapid decrease at the lung base could be an artefact
of the partial volume effect. Although a correction for the
partial volume effect has been applied this is only on the
basis of the average effect over the whole outer voxel layer.
The lung sections at the base become very narrow, and
are therefore more affected by the partial volume effect
than the average for the lung.
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Figure 5 This illustrates the reproducibility of measuring parameters of lung volume. Graph (a) shows the results for total volume and (b)
for fractional air volume concentration (FAVC) for the right lung (♦) and left lung (■). In each graph, the line is the line of identity. The corresponding
Bland-Altman plots of difference in measurements against mean of measurements are shown in graphs (c) and (d).
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This study has demonstrated that it is possible to use
low resolution, and therefore low dose CT, to provide
quantitative images of lung volume at approximately
mid-tidal breathing. These depict the fractional lung air
volume per unit space volume and they enable, among
other things, the total air volume of the lungs to be
obtained. A normal range for this has been defined in a
set of 11 subjects and an assessment of intra-subject
variability between repeat measurements has been ob-
tained. A method for producing a mean lung volume map
has been described and used to provide such a map for
this group of subjects. This has been analysed to produce
a description of the regional variation of fractional air vol-
ume from (i) centre to periphery of the lung using a shell
analysis and (ii) as air volume profiles in three orthogonal
directions. The reproducibility of the central to peripheral
ratio of air volume derived from the shell analysis has also
been measured.
The methodology described in this paper is not fully
automated, and therefore not ideal for routine use. How-
ever algorithms are now commercially available, e.g. from
VIDA Diagnostics, USA, which are capable of fullyautomatic segmentation of the lung and determination
of lung volume. It will be interesting to see whether
this software is capable of being used with low dose
images such as those described in this paper and also
whether the values obtained of lung volume at mid
tidal breathing are similar. A key aspect of the segmen-
tation of the lung and the subsequent analysis is the
definition of the position of hilum of the lung and how
much of the area around the hilum is included in the
lung envelope. In this paper we have used the first
bifurcation of the main bronchus to define the hilum
and have used a technique involving dilation and erosion
to fill in the areas in the lung envelope with high density
including those around the hilum. It would be useful for
the lung imaging community to make an effort to stand-
ardise these definitions so that results of different software
will be comparable.
The results on total lung volume are now considered.
As expected, the right lung space volume was found to
be significantly higher than the left lung, contributing
53.9% of the total space volume of the lungs. The average
fractional air volume concentration was also significantly
higher for the right lung with the result that the fraction
Figure 6 This illustrates the mean 3D air volume concentration dataset. Image set (a) shows transverse slices running from apex to base of
the lung and image set (b) coronal slices running from anterior to posterior.
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Figure 7 This illustrates the results of shell analysis of lung air volume. The graphs show the variation of (a) the percentage of total lung air
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http://www.biomedcentral.com/1471-2342/14/25of air volume from the right lung is slightly but signifi-
cantly higher at 54.8%. Consistent with these findings,
the averaged coefficient of inter-subject variability was
found to be higher for the air volume than for the
space volume, 32% compared to 27%. The inter-subject
variability of fractional air volume concentration was
considerably lower at 8.6%.
The average fractional air volume concentration in
each lung correlated significantly with the total space
volume of the lung. This is in agreement with the study
by Gevenois et al. [25], who observed the fractional air
volume at full inspiration in the supine position correlated
with total lung capacity in healthy volunteers. This correl-
ation may be explained by considering the gas exchange
requirements of the lung. If density were to remain the
same as body size increases then both the space volumeand the air volume of the lung would increase proportion-
ately. Assuming that alveolar volume is the largest compo-
nent of lung volume, the volume of alveoli will then
increase in proportion to body size. However, the surface
area available for gas exchange will only increase propor-
tional to body size to the power two thirds. Therefore to
allow for this, the alveolar volume will have to increase at
a rate which is greater than proportional to body size to
maintain the required increase in alveolar surface area. It
should also be noted that the difference in FAVC between
left and right lungs also followed this pattern with the
larger right lung also having the higher FAVC. This
variation will be important to bear in bind when inter-
preting results of density measurements in the assessment
of emphysema. Since most diagnostic CT scanning is
carried out at full inspiration or full exhalation with
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Figure 8 Variation of fractional air volume concentration within the lung envelope (a) from lateral to medial position, (b) from anterior
to posterior position, and (c) from superior to inferior position.
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finding in subjects imaged at these states of inhalation.
The mean total, (i.e. left plus right), mid-tidal air volume
in the supine position used for imaging was 1900 ml. This
is reduced by 43% from the erect FRC value obtained in
these subjects using helium dilution of 3332 ml. Using the
standard equation described by Stock and Quanjer [26],
the mean predicted erect FRC for these subjects was
found to be 3377 ml. This is very close to the mean value
found, so this group of subjects can be considered to rep-
resent a typical adult male population. Ibanez and Raurich
[27], found the average male supine FRC using He dilution
to be 2230 ml. Therefore the CT values found in this
paper are reduced by 330 ml compared to the helium dilu-
tion technique. One reason why the mean value obtained
from CT will be lower is that it only describes the air
volume from the lung hilum onwards. It does not include
the nasopharynx, oropharynx, trachea and main bronchi.
All this volume will be included in a helium dilution
measurement. The mean total volume of this space in
adult males is 226 ml. The components of this are naso-
pharynx, 138 ml [26], oropharynx, 61 ml [28], trachea,
19 ml [29] and main bronchi 8 ml [30]. This can go some
way to explain the lower value obtained with CT. How-
ever, this will be balanced by the fact that a CT image
obtained during tidal breathing might be expected to
be higher than FRC as it should be equal to FRC plus
half the tidal volume. Since the mean tidal volume is
around 500 ml this means that CT values might be
expected to be around 250 ml higher. This almost
exactly balances out the underestimation described
above due to the missing extra-pulmonary volume.
The above arguments lead us to consider whether
there is any technical reason for an underestimation in
the CT measurements. The most likely explanation here
is due to the partial volume effect resulting from the
limited spatial resolution of the scans. A first order correc-
tion for this effect has been applied as described above.
However this only uses a global correction to the missing
volume close to the surface of the lung and it may not
apply accurately to all parts of the lung where local effects
may be important. For example towards the base of the
lung, the organ becomes very narrow and in some slices
there is a thin section of lung volume, where no voxel
may come above the threshold. The global correction
applied will allow for this to some extent, but it may not
be sufficient. This effect will be greater in low resolution
CT studies such as those described here, particularly as
mean tidal breathing has been used as compared to a
breath hold. Investigation of the magnitude of this effect
using image simulation techniques will be the subject of
further study.
The correlation of CT lung air volume with FRC
was reasonably good (COV 15%) and comparable withpreviously described results [31]. CT imaging might
be considered as an alternative method for measuring
FRC, although the large difference in supine compared
to erect values would need to be taken into consideration
in interpreting the results. Further studies comparing CT
and helium dilution should ideally measure a supine FRC
with helium dilution to enable a direct comparison of
results. The inter-subject variability of CT lung air volume
(32%) was not significantly different from that of FRC
(20%). However it was considerably larger than for FRC.
Increased number of subjects will enable clarification of
whether this difference is significant.
There was good intra-subject reproducibility for total
lung air volume in these control subjects, with a coeffi-
cient of variation of repeat measurements on separate
occasions being 6.5%. This compares favourably with
previous assessments of reproducibility [13]. The intra-
subject coefficient of variation of average fractional air
volume concentration was even lower at 3.1%. However
this reduced variation might be expected given the lower
inter-subject variation for this parameter compared to
total air volume.
CT scans of the lung give the opportunity of investi-
gating the three dimensional distribution of air volume
in the lung at various stages of respiration. Most work to
date has centred on looking at the number of voxels with
very high air volume concentration at full inspiration as a
measure of emphysema [5]. The values obtained for this
parameter will be dependent on the precise imaging
protocol [32] and analysis of these low resolution scans of
the airway tree at average tidal breathing are not likely to
be useful for this purpose. The elastic registration of each
image to a standard template has enabled a mean image
of the distribution of air volume to be obtained. This
provides a database of the normal distribution of air
volume against which air volume distributions of subjects
with suspected lung diseases might be compared using
techniques such as statistical parametric mapping [33].
The method of non-rigid registration described in this
paper uses a simple global spatial transformation, suitable
for the relatively low resolution spatial images acquired.
More sophisticated techniques would be required for high
resolution images where fiducial markers such as the
bifurcation points can be identified using commercially
available software (e.g. Apollo, VIDA Diagnostics, USA).
These would allow a more precise local deformation to be
applied.
Two methods of analysing the spatial distribution of
air volume in terms of one-dimensional vectors have been
described in this paper. The first is the radial transform or
shell analysis technique which allows a description of the
variation of air volume concentration from centre to per-
iphery of lungs. The different shells defined in the analysis
correlate approximately with airway generation number
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distribution of air volume concentration with airway
generation. This form of analysis has been used in de-
scribing the three dimensional spatial variation of inhaled
aerosol deposition from the centre to the periphery of the
lung [24]. In both two dimensional [11] and three dimen-
sional [34] imaging of aerosol deposition, it has been
found valuable to normalise the shell data to the distribu-
tion of either ventilation or lung volume. Normalisation to
ventilation has the disadvantage that it may not be valid in
diseases of the lung with abnormal ventilation. Normalisa-
tion to lung air volume seems a more robust method and,
as CT provides the best imaging of lung air volume distri-
bution available, it could be regarded as the gold standard
method for this type of normalisation. The finding that
the central to peripheral ratio of lung air volume was dif-
ferent for the left and right lungs shows that normalisation
of aerosol deposition should be carried out separately for
each lung. The intra-subject reproducibility for the c/p
ratio of 8.5% was considered to be reasonably good,
although more variation was found for this parameter
compared to measures of the total air volume in the lung.
The other method of analysis described is the one di-
mensional analysis of fractional air volume concentration
in three orthogonal directions. This has provided some
interesting observations on the trends of this parameter in
three dimensions in the supine position. The data provides
a baseline against which other measurements of these pro-
files can be compared and it will be interesting to observe
how consistently the variation described in this paper is
found in future studies.
There were also differences in the distribution of air
volume between the left and right lungs. The one dimen-
sional profiles illustrated the lower values of FAVC for the
left lung but the variations in the three orthogonal direc-
tions all showed similar patterns of variation for both
lungs. The variation of FAVC with shell number again
showed the consistently lower value for the left lung, but
the relative difference was much greater for the inner
shells resulting in a significantly lower central to periph-
eral ratio for the left lung. This is presumably as a result
of the relatively higher proportion of major vessels in the
reduced space volume of the lung envelope on the left
side, due to the presence of the heart.
The results described in this paper on lung volume in
the mid-tidal position are a by-product of a study carried
out for a different purpose. For this reason not all aspects
of the experimental design are optimised for lung volume
measurement. Nevertheless, it is considered that useful
novel results on the use of CT scanning to measure total
and regional lung volume have been obtained. The number
of subjects studied for example was not particularly
optimised for this study. However from the repeat
measurements on the 11 subjects studied, reasonablyprecise measures of average parameters of lung volume
and repeatability have been calculated. In addition statisti-
cally significant conclusions on differences between pa-
rameters and correlations have been made. Comparison of
the mid-tidal volume measurements obtained in the
supine position with erect measurement of FRC was not
ideal. In principle FRC would have ideally been carried
out supine at the same time as the CT scan was being
acquired, so that direct comparison of the measurements
could be made.
Further work required on the spatial analysis of the
distribution of volume is a description of the fractional
air volume concentration by lobe and by segment. Since
it is now possible to delineate lobes directly from CT im-
ages, and estimate the outline of the segments, lung volume
parameters can be expressed per lobe and per segment. Ini-
tial work has shown that airway volume does vary region-
ally [35] and this will be the subject of future study.
The determination of regional lung volume at a par-
ticular point in the respiratory cycle using CT gives the
possibility of looking at change in lung volume between
different points of the cycle. The recent development of
four dimensional CT (4DCT) enables dynamic CT im-
aging to be carried out over the respiratory cycle [36]. This
would enable visualization of regional changes in volume,
leading to high resolution quantitative ventilation imaging.
This could potentially give important new information on
lung physiology.
The potential of magnetic resonance imaging in pro-
viding information on lung volume needs also to be
considered, as this provides three dimensional image
data without incurring any risk due to ionizing radiation.
Conventional proton MR does not provide images that
are easily related to air volume, and so are unlikely to
compete with CT for this purpose. However, measure-
ments of regional lung volume would be clearly possible
using hyperpolarised gas imaging [37]. If this were to
become readily available then it could find an important
role in this area.
Conclusions
In conclusion a method of delineating the lung outline
from CT images of the thorax has been described. This
has been applied to low resolution CT scans obtained in
control subjects at mean supine tidal volume. Average
measurements of total lung volume and its regional dis-
tribution are described together with the inter-subject
variability and the intra-subject variability of repeated
measurements. The values obtained are reproducible
and are in good agreement with previous results where
such a comparison is possible. Fractional air volume con-
centration is shown to increase with lung size, a result
which has important implications for the quantitative
interpretation of measurements of lung density.
Fleming et al. BMC Medical Imaging 2014, 14:25 Page 13 of 14
http://www.biomedcentral.com/1471-2342/14/25Competing interests
This work was part of study (EudraCT # 2007-003563-43) which was sponsored
by Air Liquide. JF acts as a consultant to Air Liquide. The University of
Southampton has received funding from Astra Zeneca, Sweden for a
study in which JF, JC and MB were involved.
Authors’ contributions
JF designed the study, developed the image analysis software used in the
study and drafted the manuscript. JC was the principal investigator of the
overall project of which the current study was a part, and oversaw the
clinical acquisition of the imaging data. CM performed the image analysis.
MB and SM contributed to the design of the software. GC contributed to the
study design. IK contributed to the study design and helped to draft the
manuscript. All authors read and approved the final manuscript.
Acknowledgements
We thank the members of the Department of Nuclear Medicine at the
University Hospital NHS Foundation Trust Southampton who performed the
imaging studies and in particular Dr Livia Tossici-Bolt who was responsible
for management of the image data. We also acknowledge the work of Leslie
Collier in managing the visits of the subjects.
This work was part of study (EudraCT # 2007-003563-43) was sponsored by
Air Liquide. JF was employed by Air Liquide to write the paper. JF, JC and
MB are employed by the National Institute of Health Research Biomedical
Research Unit in Respiratory Disease, Southampton. CM, GC, SM and IK are
employed by Air Liquide Santé International.
Author details
1National Institute of Health Research Biomedical Research Unit in
Respiratory Disease, University Hospital Southampton NHS Foundation Trust,
Southampton, UK. 2Department of Medical Physics and Bioengineering,
University Hospital Southampton NHS Foundation Trust, Southampton, UK.
3Faculty of Health Sciences, University of Southampton, Southampton, UK.
4Medical R&D, Air Liquide Santé International, Centre de Recherche
Claude-Delorme, Les Loges-en-Josas, France. 5Department of Mechanical
Engineering, Lafayette College, Easton, PA, USA. 6Department of Nuclear
Medicine, Southampton General Hospital, Mail Point 26, Southampton
SO166YD, UK.
Received: 12 March 2014 Accepted: 8 July 2014
Published: 25 July 2014
References
1. Wanger J, Clausen JL, Coates A, Pedersen OF, Brusasco V, Burgos F, Casaburi
R, Crapo R, Enright P, van der Grinten CPM, Gustafson P, Hankinson J,
Hensen R, Johnson D, MacIntyre N, McKay R, Miller MR, Navajas D,
Pellegrino R, Viegi G: Standardisation of the measurement of lung
volumes. Eur Respir J 2005, 25:511–522.
2. Hoffman EA: Effect of body orientation on regional lung expansion: a
computed tomographic approach. J Appl Physiol 1985, 59:468–480.
3. Sauret V, Halson PH, Brown IW, Fleming JS, Bailey AG: Study of the
three-dimensional geometry of the central conducting airways in
man using computed tomographic (CT) images. J Anat 2002,
200:123–134.
4. De Backer LA, Vos WG, Salgado R, De Backer JW, Devolder A, Verhulst SL,
Claes R, Germonpré PR, De Backer WA: Functional imaging using
computer methods to compare the effect of salbutamol and
ipratropium bromide in patient-specific airway models of COPD. Int J
Chron Obstruct Pulmon Dis 2011, 6:637–646.
5. Kim WJ, Silverman EK, Hoffmann E, Criner GJ, Mosenifar Z, Sciurba FC, Make
BJ, Carey V, Estepar RSJ, Diaz A, Reilly JJ, Martinez FJ, Washko GR, and the
NETT Research Group: CT metrics of airway disease and emphysema in
severe COPD. Chest 2009, 136:396–404.
6. Zavaletta VA, Bartholmai BJ, Robb RA: High resolution multi-detector
CT-aided tissue analysis and quantification in lung fibrosis. Acad Radiol
2007, 14:772–787.
7. Galban CJ, Han MK, Boes JL, Chughtai KA, Mater CR, Johnson TD, Galban S,
Rehemtulla A, Kazerooni EA, Martinez FJ, Ross BD: Computed
tomography- based biomarker provides unique signature for
diagnosis of COPD phenotypes and disease progression. Nat Med
2012, 18(11):1711–1715.8. Ravikumar P, Yilmaz C, Danc DM, Johnson RI Jr, Estrera AS, Hsia CC:
Developmental signals do not further accentuate nonuniform
postpneumonectomy compensatory lung growth. J Appl Physiol 2007,
102:1170–1177.
9. Yilmaz C, Watharkar SS, de LA D, Garcia CK, Patel NC, Jordam KG, Hsia CC:
Quantification of regional interstitial lung disease from CT-derived
fractional tissue volume – a lung tissue research consortium study.
Acad Radiol 2011, 18:1014–1023.
10. Grydeland TB, Dirksen A, Coxson HO, Eagan TML, Thorsen E, Pillai SG, Sharma
S, Eide GE, Gulsvik A, Bakke PS: Quantitative computed tomography
measures of emphysema and airway wall thickness are related to
respiratory symptoms. Am J Respir Crit Care Med 2010, 181:353–359.
11. Biddiscombe MF, Meah SN, Underwood SR, Usmani OS: Comparing lung
regions of interest in gamma scintigraphy for assessing inhaled
therapeutic aerosol deposition. J Aerosol Med 2011, 24:165–173.
12. Fleming JS, Sauret V, Conway JH, Holgate ST, Bailey AG, Martonen TB:
Evaluation of the accuracy and precision of lung aerosol deposition
measurements from SPECT using simulation. J Aerosol Med 2000,
13:187–198.
13. Reske AW, Rau A, Reske AP, Kozoi M, Gottwald B, Alel M, Ionita J-C, Spieth P,
Hepp P, Seiwerts M, Beda A, Bormn S, Scheuermann G, Amato MBP, Wrigge
H: Extrapolation in the analysis of lung aeration by computed
tomography: a validation study. Crit Care 2011, 15:R279.
14. Hsia CCW, Hyde DM, Weibel ER OM: An official research policy statement
of the American Thoracic Society/ European Respiratory Society:
standards for quantitative assessment of lung structure. Am J Respir Crit
Care Med 2010, 181:394–418.
15. Patroniti N, Bellani G, Manfio A, Maggioni E, Giuffrida A, Foti G, Pesenti A:
Lung volume in mechanically ventilated patients: measurement by
simplified helium dilution compared to quantitative CT scan. Intensive
Care Med 2004, 30:282–289.
16. Takeda S, Wu EY, Epstein RH, Estrera AS, Hsia CC: In-vivo assessment of
changes in air and tissue volumes after pneumonectomy. J Appl Physiol
1997, 82:1340–1348.
17. Brown MS, Kim HJ, Abtin F, Da Costa I, Pais R, Ahmad S, Angel E, Ni C,
Kleerup EC, Gjertson DW, McNitt-Gray MF, Goldin JG: Reproducibility of
lung and lobar volume measurements using computed tomography.
Acad Radiol 2010, 17:316–322.
18. Conway J, Fleming J, Majoral C, Katz I, Perchet D, Peebles C, Tossici-Bolt L,
Collier L, Caillibotte G, Pichelin M, Sauret-Jackson V, Martonen T, Apiou-Sbirlea
G, Muellinger B, Kroneberg P, Gleske J, Scheuch G, Texereau J, Martin A, Monte-
santos S, Bennett M: Controlled, parametric, individualized 2-D and 3-D
imaging measurements of aerosol deposition in the respiratory tract of
healthy human subjects for model validation. J Aerosol Sci 2012, 52:1–17.
19. Fleming JS, Britten AJ, Perring S, Keen AC, Howlett PJ: A general software
package for the handling of medical images. J Med Eng Technol 1991,
15:162–169.
20. De Nunzio G, Tommasi E, Agrusti A, Cataldo R, De Mitri I, Favetta M, Maglio
S, Massafra A, Quarta M, Torsello M, Zecca I, Belotti R, Tangaro S, Calvini P,
Camarlinghi N, Falaschi F, Cerello P, Oliva P: Automatic lung segmentation
in CT images with accurate handling of the hilar region. J Digit Imaging
2011, 24:11–27.
21. Hu S, Hoffman EA, Reinhardt JM: Automatic lung segmentation for
accurate quantitation of volumetric x-ray CT images. IEEE Trans Med
Imaging 2001, 20:490–498.
22. Fleming JS, Conway JH, Bennett MJ, Majoral C, Katz I, Caillibotte G: A
technique for determination of lung outline and regional lung air
volume distribution from computed tomography. J Aerosol Med Pulm
Drug Deliv 2014, 27:35–42.
23. Diem K, Lentner C (Eds): Documenta Geigy Scientific Tables. Seventhth
edition. Basle, Switzerland: Geigy Pharmaceuticals; 1970.
24. Perring S, Summers Q, Fleming JS, Nassim MA, Holgate ST: A new
method of quantification of the pulmonary regional distribution of
aerosols using combined CT and SPECT and its application to
nedocromil sodium administered by metered dose inhaler. Brit J
Radiol 1994, 67:46–53.
25. Gevenois PA, Scillia P, de Maertelaer V, Michils A, De Vuyst P, Yernault J-C:
The effects of age, sex, lung size and hyperinflation on CT lung
densitometry. Am J Roentgenol 1996, 167:1169–1173.
26. Stocks J, Quanjer PH: Reference values for residual volume, functional
residual capacity and total lung capacity. Eur Respir J 1995, 8:492–506.
Fleming et al. BMC Medical Imaging 2014, 14:25 Page 14 of 14
http://www.biomedcentral.com/1471-2342/14/2527. Ibanez J, Raurich JM: Normal values of functional residual capacity in the
sitting and supine positions. Intensive Care Med 1982, 8:173–177.
28. Porter MJ, Maw AR, Kerridge DH, Williamson IM: Manometric rhinometry: a
new method of measuring the volume of air in the nasal cavity. Acta
Otolaryngol 1997, 117:298–301.
29. Burnell PKP, Asking L, Borgstrom L, Nichols SC, Olsson B, Prime D, Shrubb I:
Studies of the human oropharyngeal airspaces using magnetic
resonance imaging IV – the oropharyngeal retention effect for four
inhalation delivery systems. J Aerosol Med 2007, 20:269–281.
30. ICRP (International Commission for Radiological Protection) Publication 66:
Human Respiratory Tract Model for Radiological Proection. Oxford UK:
Pergamon Press; 1994.
31. Graf J, Santos A, Dries D, Adams AB, Marini JJ: Agreement between
functional residual capacity estimated via automated gas dilution versus
via computed tomography in a pleural effusion model. Respir Care 2010,
55:1464–1468.
32. Boedeker KL, McNitt-Gray MF, Rogers SR, Truong BS, Brown MS, Gjesrtson
DW, Goldin JG: Emphysema: effect of reconstruction algorithm on CT
imaging measures. Radiology 2004, 232:295–301.
33. Friston KJ, Holmes AP, Worsley KJ, Poline JP, Frith CD, Frackowiak RSJ:
Statistical parametric maps in functional imaging: a general linear
approach. Hum Brian Mapp 1995, 2:189–210.
34. Fleming JS, Conway JH, Majoral C, Tossici-Bolt L, Katz I, Caillibotte G, Perchet
D, Pichelin M, Muellinger B, Martonen TB, Kroneberg P, Apiou-Sbirlea G: The
use of combined single photon emission computed tomography and
x-ray computed tomography to assess the fate of inhaled aerosol.
J Aerosol Med 2011, 24:49–60.
35. Montesantos S, Fleming JS, Tossici-Bolt L: A spatial model of the human
airway tree: the hybrid conceptual model. J Aerosol Med 2010, 23:59–68.
36. McClelland JR, Blackall JM, Tarte S, Chandler AC, Hughes S, Ahamd S,
Landau DB, Hawkes DJ: A continuous 4D motion model from multiple
respiratory cycles for use in lung radiotherapy. Med Phys 2006,
33:3348–3358.
37. Liu Z, Araki T, Okajima Y, Albert M, Hatabu H: Pulmonary hyperpolarized
nobel gas MRI: recent advances and perspectives in clinical application.
Eur J Radiol 2014, 83:1282–1291.
doi:10.1186/1471-2342-14-25
Cite this article as: Fleming et al.: Determination of regional lung air
volume distribution at mid-tidal breathing from computed tomography:
a retrospective study of normal variability and reproducibility. BMC
Medical Imaging 2014 14:25.Submit your next manuscript to BioMed Central
and take full advantage of: 
• Convenient online submission
• Thorough peer review
• No space constraints or color ﬁgure charges
• Immediate publication on acceptance
• Inclusion in PubMed, CAS, Scopus and Google Scholar
• Research which is freely available for redistribution
Submit your manuscript at 
www.biomedcentral.com/submit
